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I REMARKS I 

Amendment to the Ciaims 



Claim 18 has been cancelled which renders the previous objection moot. Claims 1, 2, 4-8, 11-15 and 19- 
24 are still pending. It is believed that no new matter has been added. 



35 U,S,a 103(a) rejections 

(1) Claims 1 , 2, 4-8, 11-15. 18 and 19 were rejected by the examiner as being obvious over 
Giacomoni (WO 96/2671 1 ) 

Background 

The claims as amended are directed toward a method of treating rosacea, however, the 
first ten lines of the examiner's rejection appear directed more towards a rejection of a 
composition claim. While it is understood that it is necessary to disclose that elements of the 
composition used in the applicants method claims are also taught by Giacomoni, the examiner 
concedes that "While the Giacomoni reference encompasses the claimed method of treating 
rosacea by applying to a patient a NO-synthase inhibitor-containing composition. It is deficient in 
the sense that tt does not provide guidance as to selecting rosacea among various other skin 
conditions." 

The applicants agree with the examiner's assessment of the method of treating rosacea 
claims up to this point but disagree with the rationale that the examiner uses to assert that the 
applicants' claimed invention is obvious over Giacomoni. 

Context of Giacomoni's teaching is not directed toward treating rosacea 

The evidence that Giacomoni teaches the treatment of rosacea, the examiner directs 
attention to a passage in Giacomoni which teaches that his compositions "are ideal for use" in the 
treatment of "dermatological complaints associated with a (ceratinisation disorder relating to 
differentiation and proliferation, particularly for treating. ..rosaceous acne." 

To a layman, the examiner's comment would appear to suggest an almost explicit 
teaching from within Giacomoni as there is no further description about the passage from which 
the quoted text was obtained. However, this is not an accurate depiction of the context within 
which Giacomoni made his disclosures and one of ordinary sKIII In the art reading the same 
passage referred to by the examiner would not come to the conclusion that the applicants 
claimed invention is obvious over Giacomoni. 

Determination of obviousness requires consideration "as a whole" of both the applicants' 
invention and the invention of the prior art and does not allow for Improper picking and choosing 
elements to meet the requirements of the applicants claims. For the record, the passage from 
Giacomoni is reproduced below with the examiner's quotations being in bold and italics: 

"The pharmaceutical compositions according to the invention are ideai for use in the following areas of 
treatment, these treatments being particularly well adapted when these compositions contain retinoids; 

1 ) for treating dermatologicai complaints associated with a 
Iceratinisation disorder relating to differentiation and proHferation, 
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particuiBrty f r treating common blackheads, polymorphous and 
rosaceous acne, nodulccystic acnes, conglobata, senile acnes, 
secondary acnes such as solar acne, mediclnat or professional acne; 

2) for treating other types of keratin isation disorders, particularly ichtyoses, 
ichtyosiform conditions, Darrier's disease, palmoplantar disease, 
palmoplantar kerotodermias, leucoplasias and leucoplasiform conditions, 
cutaneous lichen of the (oral) mucous membrane; 

3) for treating other dennatological complaints associated with a 
keratinlsation disorder with an inflammatory and/or immuno-allergic 
component, and in particular all forms of psoriasis, whether it be 
cutaneous, mucous or ungula, and even psoriatic rheumatism, or even 
cutaneous atopla, such as eczema or respiratory atopia, or even gingival 
hypertrophy; the compounds may also be used in certain inflammatory 
complaints not presenting a keratinlsation disorder; 

4) for treating all dermal or epidermal proliferations, whether benign or 
malignant, whether or not of viral origin, such as common verrucas, plain 
verrucas or verruciform epidemiodysplasia, oral or florid papillomatoses, 
and the proliferations that may be induced by ultraviolet radiation, 
particularly in the case of baso- and spinocellular epitheliomas; 

5) for treating other dermatological disorders such as bullate dermatoses 
and collagenic diseases; 

6) for treating certain opthalmological disorders, particularly corneopathies; 

7) for repairing or controlling ageing of the skin , whether photo-induced or 
chronological, or fro reducing pigmentations and actinic keratoses, or 

any pathologies associated with chronological or actinic aging; 

8) for preventing or curing stigmata of epidermal and/or dermal atrophy 
induced by local or systemic corticosteroids, or any other form of 
cutaneous atrophy; 

9) for preventing or treating scarring disorders or for preventing or repairing 
stretch marks; 

10) for controlling disorders of the sebaceous function, such as acne 
hyperseborrhoea or simple acne or seborrhea; 

11) in the treatment of or prevention of cancerous or pre-cancerous 
conditions; 

12) in the treatment of inflammatory complaints such as arthritis; 

13) in the treatment of any complaint of vjral origin affecting the skin or 
generally; 

14) In the prevention or treatment of alopecia; 

15) in the treatment of dermatological or general disorders with an 
immunological component; 
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16) in the treatment of disorders of the cardiovascular system, such as 
arteriosclerosis." 

Giacomoni's invention is primarily directed toward using their claimed compositions to 
reduce the skin irritant effect of topically applied cosmetic or pharmaceutical substances (see e.g. 
Giacomoni's abstract). The passage reproduced above at best represents unsubstantiated 
conjecture by Giacomoni. At worst, Giacomoni's teaching represents improper picking and 
choosing as Giacomoni presents a vast array of ailments to be treated without providing any 
direction or guidance for any of them. It has previously been held that when confronted with such 
a dizzying array of choices, the effect is that none of the choices are obvious without further 
direction (see e.g. In re Rice, 178 USPQ 478, 480 (CCPA 1973) - "...the board said, referring to 
the appellant's ingredients, 'It should be noted that an infinite number of combinations is 
possible/ Accepting that as an approximation to the truth, we fail to see the obviousness in 
devising appellant's [invention] as claimed." ) 

Furthermore, the claims as amended state that the compositions used in the claimed 
method of treatment of rosacea consist essentially of NO-synthase inhibitors and salts thereof. 
Even if it could be shown that the above passage from Giacomoni was enabling and provided 
adequate guidance towards the treatment of rosacea, it Is only in the context of these 
treatments being particularly well adapted when these compositions contain retinoids.,.' 
Giacomoni does not teach or suggest that the broader scope of treatments would be effective in 
the absence of retinoids. 

Preponderance of evidence standard for obviousness is not supported by Giacomoni 

MPEP 2142 states: 

"The examiner bears the initial burden of factually supporting any prima facie conclusion of obviousness 
[page 21 00-1 23], ..The ultimate determination of patentability is based on the entire record, by a 
preponderance of evidence, with due consideration to the persuasiveness of any arguments and any 
secondary evidence. In re Oetiken 977 F.2d 1443, 24 USPQ2d 1443 (Fed. Cir. 1992). The legal 
standard of "a preponderance of evidence" requires the evidence to be more convincing than the 
evidence which is offered in opposition to it. 



With regard to the rejections under 35 U.S.C. 103. the examiner must provide evidence which as a whole 
shows that the legal determination sought to be proved (i.e. the reference teachings establish a prima 
facie case of obviousness) is more probable than not." 



While the applicants concede that the evidence of record is less that 100% for non-obviousness, 
the applicants hold that the evidence in support of a holding of prima facie obviousness presented by the 
examiner does not meet the greater than 50% standard (I.e. preponderance of evidence) required to 
maintain a prima facie holding of obviousness especially when viewed in light of the teachings of 
Giacomoni for the broader methods of use and the requirement that retinoids be part of the compositions 
used in Giacomoni's method of use. 
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(2) Claims 1/2,4-8,11-15 and 1 8-24 were rejected by the examiner as being obvious over Breton et 
al. (WO 97/15280) 

A certified English language translation has been submitted with this response to perfect the 
claim for foreign priority of DE 197 1 1 565 (filing date 20 March 1997). Therefore, this rejection 
has been rendered moot as Breton et al. WO 97/15280 (publication date 1 May 1997) is no 
longer an eligible reference. 

(3) Claims 20-24 were rejected by the examiner as being obvious over Giacomoni (WO 96/2671 1 ) in 
view of Breton et al. (U.S. Patent 5,795,574). 

For the reasons given above, this rejection has been rendered moot as Breton et al. WO 
97/15280 (publication date 1 May 1997) is no longer an eligible reference. 



Closing 



Applicants also believe that this application is in condition for allowance. However, should any issue(s) of 
a minor nature remain, the Examiner is respectfully requested to telephone the undersigned at telephone 
number (212) 808-0700 so that the issue(s) might be promptly resolved. 

Respectfully submitted, 

Norris, McLaughlin & Marcus, P,A, 



By:. 



Theodore A. Gottlieb^ 
Reg. No. 42,597 
For Howard C. Lee 
Reg. No. 48,104 



220 East42'^ Street 



30"^ Floor 



New York, New York 1 001 7 
(212) 808-0700 



I CERTIFICATE OF FACSIMILE TRANSMISSION 

I hereby certify that the foregoing Amendment under 37 CFR § 1 .1 1 1 (9 pages) is being facsimile 
transmitted to the United States Patent and Trademark Office on the date indicated below: 

Date: 5 January 2004 By: ^al-ta. QllinVttC^ 

(J Agat^Glinska 
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Th following information Is taken from documents submitted by the applicant 

54 Preparations for the treatment of rosacea | 
57 The object of the invention is the use, In particular 

the topical use, of a compound or a plurality of 

compounds selected from the group of NO synthase 

inhibitors and derivatives thereof for Ihe prevention 

and/or treatment of rosacea and cuperosis. 
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Description 

The objcci of die invcndoTi is topical cob-mctic or denrniological preparations suitable for l3ie treabncnt of rosacea. The manifcsiations of 
cupcrosis an: also mcludcd here as i 



Rosacea IS an mJlammatory disease, prirfcrcntially of Ihe fkcc. accompanied by pTonounced erythema, papules» and pu-rtulcs of vaiying 
dumtjon. Tclangicccasia and dasiosis are cornmon, ancl liie inlitifoJhcular aggfegaiion of ncutrophiles is aUo observed. The skan of rosacefl 
parents IS exiraordinanly scnsiuvcs lo chemical toxiiM and physical stresiiars, such as UV light. The pathogenesis is unclear. 
R£>sacea is not curable, but it can be treated with aniibiolics, isotUrinoin. funsiddes such as melronidazolc, or beia-blockcrs 
In contrast to many skin disorders which are uccompanied by thje massive influx of Icucocytays. the inlildation of leucocytes in the vicinity of 
blood vessels and sebaceous glands is moderate. 

■nxe ^ucsrion has been luiscd in xl;e literature as to whether the difficulr to treat erythema of rosacea patients could be reduced by the use of 
NO synthase inhibitors (Qurcshi, et al.; Arcli. Dennatol. Vol. 132. Aug. 1096, 589-893). However, an answer has not b«=n provided. 

Only in the advanced stale of rosacea are IdaDgi ectasia, papules' pustules, and Ussue overgrowth such as riiinophyma observed, in addiiion lo 
vanoua tornis of erythema. These manifestations are surgically treaisd. 

On ihe whole, the success of pharmacological Ircatmcni of rosacea has not been satisfactoiy. 

llie object of the invention, therefore, is tg provide a remedy' and in particular to provide active substwices and preparations, by ^*hich 
rosacea, especially the incipient forms of ihts disease, may be safely ftrcatcd without side efiecra. 
'fhcsc objects are achieved by the invention. 

fai object of the iiivention is the use, in particular the topical use, of a compound or a plurality of compounds selected Jrom the group of NO 
synthase Jahibitor? and derivatives thereof for the prevention a lld/or treatment of rosacea and cupcrosis. 

A fiinher object of the invention is the use of cosmetic or dcrmalological topical preparations containing one compound or a plurality of 
compounds selected irom the group of NO synthase inhibitors alid derivatives thereof fgr the prevention and/or treacmenl of rosacea and 

CUpCTDSlS. I 

A further object of the invention is cosmetic or demiatological topical pr^paiatiDns containing one compopnd or a plurality of compounds 
selccied lh»m the group of NO synthase inhibitors and derivatives thereof. 
Examples of suitable NO syntliase inhibitors include the following: 
2-Iitnnobiottn, I 

L-N5-(l-lminQcthyl)rorailhine (U-NIO), 
S-Methylisoihiourea 
S-Methylisothiourr.a sulfate (SMT), 
S-Methyl-L-lhiocitnillinc, 
L-NG-(l-lnunOKthyl)-lysinc (L-NIL). 
7-Nitre)indazolc (7-Ni), 

S,S'-l,3-Phenylcnc-bis-{;i ,2-cthanc-di-yl)-bis-isoihjourea (PBITU) 
L-Thiocitmllinc (2-thioureido-L-norvalixje}, 
and deriualives thereof. 

Suitable denVaiives -^e, for example, the monoalTcylated or dialkyiatcd inventive compounds of imino groups or amino groups. 
In each case the aUcyl radicals of t|ie raonoalkyi snsups or dialkyl gr^jups may contain 1 to 1 0, preferably I to 6, in particular 1 2 or 3 carbon 
aLonifi, and may be straighc-chained or branched. 

Siiilablc dcrivailvft,- of the compounds acconiing to the indention arc, in particular, rhe salts and acid addition salts. Esters of cai1?oxy]ic acid 
groups of U\e inven tive compou nds wi th alcohols are aia'O preferred . 

, and ammonium salts. This applies lo the acid addition salts as well. Suitable 
for example. Tlie hydiochloridcs. phosphates, sulfates, acetates, capiylatcs. 



or mcdiumichain alcohols, preferably monoalcohols. The alcohols may be 
1 to 6, carbon atoms. Methanol, cthanol, n-propanol, and isopropanol are 



as NO 



^ Preferred salts are water-soluble salls such as sodium, potassium, 
acid addition salts arc obtained using inorganic and Organic acids, 
ciiraies, lactates, malaies. or tartrntcs are preferred. 

Suitable esters arc, for example, those fqmicd with shorr-chain 
5traigln-chuined or bninched, and may contain 1 to 1 2, preferably 
preferred. 

T>te eslMs arc particularly preferred deii valives> end are also characterized by belter pcncn-aiion. 

The conipounds according to the invention are knoMrti, cQmincrciidly available, or may be obtamcd by known methods. Their activity 
syntlme mhibiiors is described in the lilemture. in " u uvuy 

Particularly preferred are NO synthase inhibitors according to the invention which contain an ar^ininc group and derivatives thereof! 
particular as destnbcd below. 

An object of the in^enticm, therefore, is in paiticwlar ihe use, in particular the topical use. of one conipound or a plurality of compounds 
sclectftj Irom the group Comprising NG-mOnoallcyl-L.afginine, nO, NG-dialkyl-f^arginine. N^, NG'naiaTlcyl.L-argimne, and 
-mtro-L-argnmie and dcrivalives thereof for the prcvcnrfon and/or trcamicnt of lOSacea and cuperosis. 

A further object of the invention in particular is the use of cosiAetic or dcrmaloloeJcal topical preparations containing one compound or a 
pllirahb' of compounds selected from the group compiising NG-mon<klVyl-I.arginhie, nG, NG^iallcyl-L-arginine. N^. NG'-diallcyl-L-ttr^inc. 
and N'^-niiTD-L-argimne and derivatives thereof for the prevention and/or treatment of rosacea and cupcrosis 

A iurthcr object of the invention is cosmetic or dermatolggjcal ifspical prcpamtions containing one compound or a plurality of compounds 
selected &om the group comprising N^-monoalkyl-L-arginmc, NG^ialkyi-i^rgmine. N^, NG'-diaTkyl-L-arranine and 
-nilro-l^arginiue and derivatives rhereof I ^ 

In each case the alkyl radicals of the monoalfcyl groups or dialkyl Uups may contain 1 to 10, preferably 1 to 6, in particular 1 , 2, Or 3 carbon 
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alomi-. and be sn-aighi-chEincd or branched. j ; 

Suitable derivatives of the compounds according to the invenlion arc, m panlcular, Ihc saha and acid addition salts. Hstcrs of carboxylic acid 
groups of arginine wi th alcohols are aUo paiti cularly preferred. | 

Preferred salts arc M/aier-solublc sales such as Sodium, pota&siuin, and ammonium sails. This applies lo the add addition aalts as well. Suitable 
acid addition salts are obtained usiiig inorganic and organic acids, for example. The hydrochlorides, phosphates, sulfates, acetates, capiylaces 
citrates, lactates, malaics, or (artratcs arc prcfeited. ' ' r i 

Suitable esters air, for example, those formed with short-chain cj- medium-chain alcohols, preferably monoalcohols. The 
alcohols may be STKiieht-chaincd or branched, and may, for exainplo, coniaiti 1 to 12, preferably 1 to 6, carbon aioms. Methanol cliianol 
n-propanol, and isopropanol are prcfcrTcd- 

The esters are pam'cularly preferred derivatives, and are also characterized by better penetration. 

These compounds according to die invention arc also known, commercially 'available, or may be obtained by known methods, llicir activity as 
NO syniliase inhibitors is described m the liceralure. 

The followiug compounds arc preferred: 
N^-Monomcthyl-L-a rgtnine, 
N^-Monoethyl-L-argininc, 
N^-NiUo-L-arginine, 
N^-NilrO-L-arginine. methyl ester, 
N^-Nitro-L-arginincelhyl ester, 
N^-ManOmethyl-L-qrgiiline-melhyl ester. 
NG-Moaoethyl-L-arginioe-eihyl ester, 
N^-Monomethyl-L-argpiine-ethyl ester, 
N^-Monocthyl-L-arginine-cthyl ester, and 
N^, NG'-Dixnethyl-L^ginine, 

NG'-DirtKlhyl-arginine, 
NG,NG-l>inielhyl-L-arginine dihydrochlondc, and 
nG N^Vuiniethyl-L-aTginine dihydrochloride. 

The following conqjoun ds arc particularly pTetcm:d: 
NG-mbnomcthyl-L-argininc monoaceiale (L-NMMA), 
NG,nxinOctbyl-L-argifiine momoacciate (L-MEa), 
NG-nitro-L-argininc (L-NNa.). and 

NG-nilro-L-argrninc-melhyl ester hydrochloride (L-NAME); 
NG-iulro-L^argininc-methyl ester, or 
L-NAME is very particularly prefwred. 

The inventive dermato logical and cosmetic topical prttparHrioTis may conlain one NO synthase inhibitor or a plurality of NO synihasc 
inhibitors, for cxampli! one, Iwo, or three compounds, as active substtncc. 

If preparations contain two or rtiOre of the active Substances according to the.invcntion, (hose preparations containing at least one NO synthase 
inhibitor with one aitpnine group otts particularly prefeired, m paTtticular one- of the aforemeniioned active substances containing an aisinine 
group. * 

Particularly preferred are active substance combinab'ons and prepLmU'ons containing UNaME and/or L-NMMA. 

The active substances containing one arginine group may be contained in the combinarions, for example in quantities of 10-90% by weight in 
particular 3t>-70% by weight, in each case relative no the total weight of Ihc active substances. ' 

The compounds according to the invention and the dcrmalologiial and cosmetic topical preparations are thus veiy ^vell suited for irealmcnt 
wid preventive treatment of cupenosis nnd rosacea, in particular for sfages I or 1l' 

Surprisingly, the acrive substances and preparations according tojthe invention exhibit long-lasting, condnuous activity during administration 
^en aner treatment it; Concluded, the skin iwnains symplum-frec or pignillcantly improved for a long time, possibly several weeks 

The cosmetic or dermatological topical pi-eparaucms according ti the invention may be based oti per se conventional formulation bases and 
may be used tor treatment of the skin in the sense of dermatological treatment ar.for trcatmeni in the .sense of cosmetic use 



I synthusi 



psefc 



The invcrttive, in particular topical, administration of NO 
therefore, in decreased erythema. The 

resulting intensified infiltraiion of leucocytes and other immune cells |Jeads 
The stated objects of the invention arc thus achieved. 
Ihc invciuive active substances and/or dcrivatit/cs thereof ar* 

according to Ihc invention in quantities of 0.001 to 20% by weight 

weight. In each caiic relflitiwc lo the total preparation. 

Surprisingly, accoiding to the invention the symptoms of rosacea, in 
Particularly advantageous preparations are also obtained ^hen 

anrioxidancs. ! 
The antioxidants according to the invention may advantageously 



e inhibitors surprisingly results m a reduction in cutaneous bleeding and, 
to improved healing of the inflamed tissue. 



Tcrably contained in the topical cosmeric and dermatological prepanidons 
partieulariy preferably 0.01 to 10% by weight, m particular 0.1 to 5% by 

, I 

particular erythema, are alleviated or prevented. 

the active substances aceordinfi to the invention arc combined with 



be Bclectdd from the group of conventional cosmeb'c and dcimatological 
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andoxidanb. in particular from the group comprising louophcrols and Umvatives fiiereof, partioularly 7-tocaphcrol or 7-tocopticryl esters m 
^""^ , Zl*^"^ "^l^"^'** m addition to S^omo\ gallic acid ^criv^tives .uch w mctliyl. eihyl, propyl, aniyi. butyl, and lauryl gallarc die 
conyfcryl b«izoatc of bciLWDin resin, nordihydroguafac resin acid, Bordihydroguaiareiic add. bmyHiydroXyaniEol, butylhydr6xytQlucnrasccrf,ic 
ncid, atnc acid, phosphonc acid, lecithin, irihydroxybutyr^^^ cwotenta, viWn A and its derivatives, hi particular reiinyl palpitate 
^1^^'^'!,'*^ '•^''^'^^^ palnutatc, diUuryl thiodipropionulc, di^rtcoiyl thiodiprupionate, mcmDifiopropyl cilnitc, thiodipropionic acid, EDTa and 
EDTA denvative.. cysteine, glillalhionc and its estcra, uric add. iHpoic acid! tod its esters, carolcne, heavy melnl complcxing agents sucli as 
delu-aminolcvulmic acid and phytic acid, ^nd DesfenBHP (Ciba-Geisy) and fiavonoids, for example 4G-alp),g-glucopyrHno3yt luiin. 

-nic cctfincbc or dcmwtolDgical pjepaitilioTis according to ftc irfveiiUon preferably contain O.OI to 10% by weight, in paiticuler O.l to 6% by 
wcighi, relative Lo the total weight ot the prepanilions, of one or mote substances from the group of antioxidanis 

The antioxidants according to Ihc invention are preferably selected from thelgroup of fiavonoids, Or Ihc tocopherols tod dcrivarives Ihcreof 

The prrparatioiis are administered m the manner typicaJ for cositwlics or dcmiatological agents by applying sufficient quantities to the skin 
One or more times per day. 

Skin carp prepaiBlion.s and sun protecrion preparationH arc particularly pitfeiied. 

Dcnnaiological and cosmetic prepaiaU-mis according 16 the inv^iuon mayjcxist in various forms. Thus, for example, aqueous, alcoholic, or 
^yn^ f ' 'I ^ (O/W) emulsions, waterjin oU (W/O) emulsions, multiple envisions such a? ^ter in oil in w^ter 

OV/O^ emulsions, gels, hydrodisperaioos. solid sticks, or aerosols may contain the aforementioned ocHvc substance combmations. Aiso 
prelcrred are low-*vatcr or waier-fl-ec ointments and preparations. I 

The topical preparations according to the invention may contain convenuonal adjuvants suth as cmulsifier* and preservatives. 

I 
I 

! 5 ! 

Also preferred are cosmetic and dermatoloBical preparations in tlic form of sun protection aficnts. These preparations also preferably contain at 
least one UVa filter and/or at least one UVD filler and/or at least one mofganic pigment. Preparaiians containing one or more UVa filters an: 
particularly preferred. UVA filcei-s with strong absorption at 340 nm aire particuTarly preferred. 

Also advantageous are preparations applied to tile skin following light exposure, such as apres solcil products. For such pixrparatigns, it is 
within the discrebon of one skiUed in the art as to whciJicr additional OV filtering substances should be uficd 

Cosmcric preparations according to the invention for protecting the skin from UV rays may exist in various forms as are typically used for this 
^ of preparanon. Thus, they may be. for example, an aqueous, alcoholic, or ^ucous-alcohoHc soluaon. an oil in water (O/W) or a water in oil 
CW/O) emulsion, or multiple emulsions such as water in oil in water [W/O/W) emulsions, gel, hydrodispersion, oil. solid Stick, or aerosol 

Tlie topical prcpai-ations accorcluig to Uie invention may contain dennatological and cosmetic adjuvants as arc Typically used in such 
preparahons, for example prcservaUvcs, bacicricides, fiagranccs, antS-foaming ^ents. dyes, pigments that impan color, thickener?, surface-active 
substances, emulsifies solleners, moisturizers or moisture retained, fats, oils! waxes, or other typical conq^Onenls of a cosmetic forrnolation. 
such as alcohols, pclyols, polymers, foam stabilizers, electrolytes, organic solvents, or siHcone derivatives. 

If tliB cosmedc or derfflatological preparation is a solution or lotio^. the following may be used as solvents: 

- Water or aqueous solutions; 1 ! 
Oils such as triglycerides,- of capric or capiyUc acid. prefeibJy castor bil; 

- Fats, waxes, smd other nalunU and syntheUc adipoids, preferably isrcTS of fatty adds with olcohoh having a low C number for 
example isopropanol, propylene glycol, or glycerin, or esters 6f fatty alcohols with aHanoic adds having a lo^ C number, or with fattv 
Hcids; I • cj 1 J 

- Alcohols, diols, or polyols ha^'ing a low C number arid their ethcb, preferably ethanol, isopropanol, propylene glycol glycerin, 
ettiylene glycol ethylene glycol monocthyl or monobuiyl etherj pmpylene; glycol monomelJiyl, monocthyl, or monobutyl ether, dielhylenc 
glycol monornethyl or nxanocthyl ether, and analogous products i 

Mixtures of the aforementioned soNents are vsed in particular. Fot alcohoKc iolvenis, water may be an additional component. 
H °^ emulsions aecortJing to the invention, for example in thelform of sui protection cremc. sun proiecUon lotion, or sim protecrion milk. 
^ITcd for^cf^ W^^^ ^""'""^ referenced fats. oils, waxes, and OTiier adipoids in addition to water and an cmulsificr as typically 

,nl v^L"l^? "^f dermatological preparations for treatment and care tf th« sidn may exist as gels, which, in addition to ihe active .^bstances and 
solvents typically used therefor, also contam organic thickeners Such rs gum arabic, xanthan gum 

i' ! 

?™^™«y ™ihylccllulo«i hydrpTivihykeUuloac, hydlo^ynlhyl cellulose. hydroiypropylceUulosc, 
? ^^T*? " '^'"^'^"^ ^ aluTninum silicates, for example bcntonites. * a mixture of pclyethylcnc glycol 

and polyethylene glycol stemte or dislearaTC.TTie thickener is conUmed in the gil in a q k t &y 

weight, preferably bettteen 0.5 and 15% by weight; for example. ! | 

g^strs:™ ai-"::;s„^sa^ '"i^ ' '""^ '^i"""*'^' '^'^ '■2-p^°p-«.ici. or 

l?:^e1^\^cSLtyT;^S^^^^^ - » "'"-in- ^"i-tc, and which, for aqueous^leohol or 

n/^* dispersions of , li<,uid, Eemisolid. or solid inlemal (diseontinuoM) lipid phase in an external aqueous (continuous) phase. 
Hvd^S^ ons°^ ZfTnZ-ril'n f^""^ * Pl^""* confiBur^tion. hydrodispemons are e.-EendaIly free of emuWHsrs. 

h^^™^^r • '"f '"".'^"y' sifiwii. represent iiiela^ablc systems and tend to convert to a stale of two discrete phases nwreing 

mto one another. The choice Ofa suitable emulsifierprcvents phase s4>aialion in cmuUionS ^ 

formmg in the aqueous phaw a gel stiijctun: in which the lipid drops arc stably si^endcd. 

Solid socks according lo the invention may contain natural or synthetic waxes, &tiy alcohols, or fatty acid estera, for example. Up caie slicks 



I 
I 
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urc preferred. 

AS propcliants for cosmetic or dermatolpgical preparations according 



to the invention which can be sprayed irom »croso] coniaiadni, the 



@015 



commonly known low^volalih'ly, liquid propcllants such as hydrocailbons (prvpone, butane, isobucanc) ai'C suitable, which can be used singly or in 
mixtures with one another. The use of compressed dir is also advantageous. 

Of course, it is "known do one skilled in the art that there ar^ per|se non- toxic propcUant gaaes which would be fundamentally suitable for the 
present invention, but which should be avoided because of harmful; jcrttccts on *e environment or other circunurtanccs, in particular fluorocaibona 
and chlorofluorocarbons (CFC). j \ I 

Preferably, the preparations accoidinjg to the invention nwy also contain substances which absorb IJV radiation in the UVB range, whereby 
the rotal quantity of filter substances is, for exiuttpk. 0.1 to 30% by weight, preferably 0.5 to 10% by weight, in particular I to 6% by weight, 
rclarivc to the loial weight of the preparation, xo provide preparations whi(^ proiEct the skin from the entire range of ultraviolet radiation. They 
may also be used as sun proiectioa agcnbi. \ , ;| 

TIi« UVB lilterb- may be oil-fiolublc or water ^soluble. Examples otoil-^soluble substances include the following: 

- S-Benzylitlene camphor derivatives, preferably 3-(4-nnBthyi>cnj?yli( Jer^fe) camphor or 3-benj^Hdcne camphor; 
•- 4-Amrnobenzoic acid derivalivdSi preferably 4-(dimci"liylajrriao)-btnzaic acid (2-ethylhcxy]) ester, or 4*(dimeihyIaTTTino)-bcnzoic acid 

amyl ester; ' ! | 

— Esters of cinnamic acid, preferably I 1 I 



4-MetliOAycinnamic acid (2-cthyThcxyl) escer or ■ ! 

4- mcthoxycinnatnic acid isopenlyl ester, j 

- Esters of salicylic acid, preferably I 
Salicylic acid (2»elhylhexyl) ester, | ' . 
salicylic acid (4-isopropyIbenzyl) ester, or 
salicylic acid homomenthyl ester; > 

- Derivatives of benzDphenone, preferably ' '] 
2-Hydroxy-4-mechoatybenzophenone, j 
2-hydroxy-4 'meihO;iy-4'-mcthyIbcnzophcnonc, or ' \ 
2,2'-dihydroxy-4-methoxybcn7opheaone; ' 

- Esters of benzyl idene malonic acid, preferably d-meihoxytenzy 

- 2,4,G-Trianilino-(p<:arbcH2'-cthyl-l -hcjcyloxy)-l,3,5-Qiazrnc, 

' "I 

Hxamplcs of water-soluble substancc<t mcludc tlie foUovving: ; ! 



Sulfonic acid derivatives of 3-bcnzylidene camphor^ for 



2-TTicthyl-5-(2-oxo-3-bomylidcne methyl) 9u1fon2c acidl and Ihe salis thereof- 



I 

idcnc malonic acid-di(2-ethylhexyl) ester, and 



Salts of 2"pheny}benzimidazolo-^-sulfamc acid, Such as the ^odiunic potassiumi or Ihethanolamnionfum salt iliereof, as well as the 
Sulfonic acid iiself; ,| 

Sulfonic acid derivadvcs of benzophenone. preferably 2-h>^roxy-4^m£jthQxybenzophenono-S-su1fonic acid and its salts; 



example 4-(2-oxo-3-bomylidcnc metibyl) benzolsulfonic acid. 



substances widi one or mOie UVA and/or UVB filters, or invenlive 
Vttnd/orUVB filtera. 



A further object gf fhc invention is the combination of inventive active 
cosmetic or demialological preparations which also contain one or mbre UVi 

It may also be pam'eularly advantageous to combine the active substances |with UVa fillers which arc also typically contained in cosmetic 
and/or dermaiological preparations. These sub.'»tanccs are | pJefcirably dcrivarivcs of dibenzoylmcthanc, in panicular 
l-(4*-terl-bucylphcnyl)-3-(4-methoxyphcnyl) propanc-l,3-diaoeiaijd;|l-plienyl-3r(4'-isopropylpheny]) propane- 1,3-clione. These combinations, or 
piepararions containing these combinarlons, are also an object of thcinv^tion. ^The quantities stated for the UVB Combination maybe used, 

Advantageous prepai^tions arc also obtained when the activejsubslanclra accordinB to the invemion arc combined with UVA and UVB filters. 

In addition, combinations of the active substances according toj the I invention with one or more antioxidants and one or more UVA filters 
and/or one or more UVB filters are particularly advantageous according to the invention. 

The cosmetic or dermatalogical pneparaiions may also conta^iii iubtrgamt pigrticnti typically used in cosmelics for protecting the skin from UV 
rays. Thesie include oxides of titanium, zinc, iron, zirconium, silicon^Wilganese, aluminuiru cerium, and mixtures thereof, as well as variations in 
which the oxides are the active agents. Preferably preferred are pigments based on titanium dioxide. 

A further object of the invention is the method for producing the topical prep'araDonS according to the invention, 
characterized by incorpgrntion of the active substances into cosmetic [or demratological fojrmulalions in a known manner. 



Unless noted otherwise, all quantities, proportions, and percentages are based on the weight and total quantity, or total weight, of the 
preparations. ' ' " ' 

The following examples are intended to illustrate tlie present invcnnon' without limiting some. 

The following compounds are used in the cramplcs: j 
N*^-Vf onomethyl-L/-argininc monoacetate (L-N M M A), | 
N^-Monoethyl-L-arginine monoacetate (L-MEA), 
N^-NinD-I^arginLie (L-NNA), and i 
N^^-Nitro-T.-arginiue-melhyl ester hydrochloride (L-NAME). j 
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SxilmpJc 1 



:J 

SUfl,^] (dinsparcni) 



L-NAME 

D eiuiop h cn QH c -4 

PheAylbeimmida^olc sulfonic acid 

Acrylamide/sodium ucrylafcc copolymer 

Ethtmol 

Glycerin 

NaOI-KlSyo) 

FragTBHcc, preservative 

Water, IQQ% dcionizcd 



% by Wight 
1 

0.5 

1-3 

1.6 

5-0 

15.0 
95 Deeded 
as needed 

to give 100.0 



L-NMMA 

Phenyl trnmctJi icoD e 

Caitomer (Carbopol 981) 

HydTOxypropyImelhylcellulD5c 

BUTj^ene glycol 

TroTncthamine 

EDTa Solution (14%) 

lithanql 

Fragi-ance, preservative 
Water- 1 00% deionized 



5.0 
1.0 
1.0 
02 
3.0 

0.5 
5.0 



% by weight 



B3 needed 



as needed 
to give 1 OO-O 



@016 



I 



• J'Exaj riplc 2 
HiJrdnMl spcr^on 



.Bcumple 3 

■I f. 



L-MEA 
Urea 

ODiylTTKSthoxycinnumfite 
Butybne^oxydibenzoylmelhanc 



2.5 
5.0 
5.0 
l.O 



% by weight 



Cetcaryl alcohol <- FEG-40 castor oil +2.5 
sodium cetearyl sulfate 

Glyceryl lanolale 1 .0 

Laurylmclhiconc c*ipolyol 0.5 

MineraJ oil (DaB 9) 5.0 

Capryb'c/capric criglycerided 5.0 
Acrylamidc/sodium acrylale copolymer 0.3 

Cyclomethicone 2.0 

Ti02 1.0 

Glycerin 3.O 

EDTA solution (1 4%) 0.5 

Ethanol 5.0 

Fragrance, preservative as needed 

Water, deiOnized to give lOO.Q 



I £xaTTi|)le 4 



ilkj 



L-NNa. HCl 
Cyclomethicone 

FEG^i glyccrm sarbitan oleojtearatc 



% by weight 



2.5 
3.0 
1.7 



W/Olbldn care lotion 

'i 



10 ? 



if 
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PEG-7 hydrated cailor oil 
Mineral oil (DAB 9) 
Caprylic/capric nSglyucridcs 
Glycerin 
MgS04 

Fragrance, prescrvarivc 
Water, deioniiwd 



L-NMMA 

PEG-5 glyceryl stearatc 
Olyceryl Slcamtc 
Cyclomcdiicone 
Caprylic/capric triglycerides 
Cctyt alcohol 
Bihanol 

Hyaluronic acid 
Tocoplicryl aceinte 
Glycerin 

Fragrquce, preacrvative 
Water, dcioaizcd 



L-NMMa 

PEG-22 dodecyl glycol copolymer 
Ccryl dimethiconc copolyol 
CyclomctliiccFnc 
Mineral oil (DAB 9) 
Caprylic/capric triglycerides 
Glycerin 

Fragrance, prcscrvacive 
Water, dcionized 



6.3 

13.0 

13-0 

4.0 

0.7 

Oii needed 
to give 100.0 



i Example 5 
0/W face care crcirw 



% by weight 
2.50 
2.00 
3.00 
3.00 
3.00 
3.00 
1.00 
0.05 
0.50 
4.00 

as needed 
to give 100.00 



ExaiTTpIc G 
W/O creme 



2.5 
3.0 
2.0 
4.0 
4.0 
4.0 
4.0 



% by weight 



as needed 
10 give lOQ.OO 



Example 7 
Afler sun lotion 



% by wciglu 



T.-NaME 5.00 
Cclcaryl alcohol + PEG-40 castor oil +2.50 
sodium Cetcaryl sullble 

Glyceryl stearale Sii 0.60 

Mineral oil (DAB 9) 4.00 

Caprylic/capric triglycerides 2.00 

Shea butter 2.00 

Avocado oil 2.00 

Tocophcryl acetate 3.00 



ACrylamide/s odium acrylaie copolymer 0.30 

Olyeclin 4.00 

Hyaluronic acid 0.05 

Bi.iabolol 0.05 
Fragrance, prcscrvalivc qs needed 

Water, dcionized lo give 100.00 



E^mplc S 



SliaS*^ milk 
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L-MEA 

Sodium laurcth su}fs.te 
CciCHirridopropyl belaine 
Cocamide DEa 
PEG-8 
Soybean oil 
Cifaric acid 
Sodiurn chloride 
Fragrance 

Water, demijieralized 



5.0 

11 

5 

I 

1 

1 

0.1 

0.2 
0.1 



% by wcigin 



1,2-Pfopylcnc glycol 
Olcyl alcolio] 
Bosine dyes 

Stcaramide MEa (Rcwomid S 280) 
Beeswax 

Glycerin mftnostcaratc 
Celyl alcohol 
Ccresine wax 

Stcaryl hepianuaec (CJ, solid) 
Lanolin, anhydrous 
Pigments and toners 
Fntgitmcc oil 
L-NAME 



TO give 1 00.0 



% by weight 

n.o 

14.0 

3.0 

1 0.0 

10-0 

iO.O 

10.0 

8.0 

6.0 

fi.O 

6.0 

1-0 

5.0 



Caslcn- oil (ajid) glyceryl rici'noleaw (and) 65 
octyldodecanol (and) camauha (and) 
candclilla wax (and) rnicrocryslalline (and) 
cctyl alcohol (and) beeswax (and) mineral 
oil Cutina LM (Hcnfcel) 

Caprylic/capric niglycerides (Myristol 318)20 
Pigment colors 3.0 
ntamum dioxide 7.0 
L-NMMA 4.0 
L.NIO Ko 



% by wciglit 



Castor oil (and) glyceryl ricmolcate (and) 
octyldodecanol (and) camauba (and) 
candeiilla wax (and) microcfysialiine 
(and) cciyl alcohol (and) beeswax (and) 
mineral oil Carina LM (Hunkel) 
Octyldodecanol (EuLanol G) 
Coloring pigments 
L-NMMA 
L-NIL 



% by weight 
7B.0 



15.0 
2.0 
4.0 
1.0 



iElwimplc 9 
Skin care .stick 



(g]018 



Example IQ 
ISticV 



S |12 

I 

!* I 

Example 1 1 



Slick 



1 j 

Ejcainple 12 
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W/6 skin cure lotion 



% by weight 

2-rniinobiDh'n 2.5 

Cyclomcthiconc 3.0 

PEG-1 glycerin sorbiian oleoscearate 1 ,7 

PEC-7 hy^rated castor q\\ 6,3 

Mineral oil (DAB 9) 1 3.0 

Caprylic/capric Iriglyccrides 13.0 

Glycerin 4,0 

MgS04 0.7 
Fragrance, preservative as needed 

Water, dcionijccd m give loo.O 



S-Methyii5oih)oureii sulfate 
CycJomctilicone 

PEG-1 aiyccriii sorbimn olcostearatc 
PEG-7 hydratcd cantor oil 
MineraJ oil (DaB 0) 
Caprylic/capric triglyCeddcg 
Glycerin 
MgS04 



[Estamplc 13 
W/O sJdn care lotion 



% by weight 

L-NIO-Ha 2.5 

CycIoiTicthiconc 3.0 

PEG-1 glycerin sorbilan olcosreamtc 1 .7 

PEG-7 hydnitcd castor oil 6-3 

Mineral oil (DAD 9) j 3 .0 

Caprylic/capric triglyceride^ 13.0 

Glycerin 4.0 

MgS04 0,7 
Fragrance, piiaservativc as needed 

Water, deionizcd 10 give 100.0 



Bkumplc 14 
W/0,,^in care lotion 



% by weight 

2.5 

3.0 

1.7 

6.3 

13.0 

13.0 

4.0 

0.7 



13 



Fragrsnee, pnaervaiive 
Water, dcionii^ccl 



as needed 
to give 1 00.0 



S -Mcthyl-L-thiocitTTiIli ne 
Cyclomethicone 

PEG-1 glycerin sorbiiim oleciicai-ale 
PEG-7 hydrateJ canior oil 
Mineral oil (DAB 9) 
C-dpiylic/cqpric triglycerides 
Glycerin 
MfiS04 

Fragnmcc, preservative 
WiiBT, dcioniied 



Example 15 
W/O slan care lotion 



% by weight 

2.5 

3.Q 

1.7 

6-3 

13.0 

13.0 

4.0 

0-7 

&s needed 
to give 100.0 



Exkrr^lc 16 



W/O skin care lotion 



It! 
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L-NJL-2Ha 
Cyclomcthfcona 

PHOl glycCTm sorbican olcojucarate 
PEG-7 hydrated custor oil 
Mineral oil (DaB 9) 
CapryJic/capric triglycerides 
Glycerin 
MgS04 

Fragrance^ pniservative 
Water, dcioni^ed 



T-Nitroindazole 
Cyclomeihiconc 

PEG4 filyccrin sorbilan olcostearale 
PEG-7 hytlrated castor oil 
Mineml oil (DAD 9) 
Caprylic/capric tnglyceridca 
GlyceriT) 
MgS04 

Fragrance, preservarivc 
Water, dcioniwJ 



% by weight 
2.5 
3.0 
1.7 
6.3 
13.0 
13.0 
4-0 . 
0.7 

as needed 
to give 100.0 



Example 17 
W/O sldi) care loiion 



% by weight 
2-5 
3.0 
1.7 
6.3 
13.0 
13.0 
4.0 
0.7 

us needed 
to give lOO.Q 



Example 18 



% by wcieIii 



W/0|skin care lotion 

■i- 

rj 



14 



PBITU-2HBr 
Cyclomefliicone 

PEG-I glycerin sorbilan oloostearate 
P£G-7 hydratcd castor oil 
Mineral oil (DaB 9) 
CapiyhVcapric triglycerides 
Glycerin 
MgS04 

Fragrance, preservative 
Water, deionizcd 



L^Thiocitrullino-2HCT 
Cycionicttiiconc 

PEG^l glyccriTi sofbilan olcoscearatc 
PEG-7 hydratcd casrar oil 
Mineral oil (DaB 9 J 
Caprylic/capric triglycerides 
Glycerin 
MfiS04 

Fl^afirtnce, prcficivalivi^ 
Water, dcioiuzed 



2.5 
3.0 
1.7 
63 
13.0 



13.0 
4.0 
0.7 
ab* needed 
to give 100.0 



^Karrple 1 D 



W/O skin can: lotion 



Va by weight 
2.5 
3.0 
1-7 
6.3 
13.0 
13-0 
4.0 
0.7 

needed 
ro give 100.0 



pClainx<} 
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1 . Uic of one compound €>r a plurality of compounds selected from flie group of NO synthase inhibitors and derivatives thereof for the 
ppevtfenaon and/cir treatment of rosace-a and cupcitjsis. 

Kir^ of cosmetic or dermatoIogicaJ topical preparations 'containing one compound or a pluraUly of compounds selected from the aroup 

01 NQ syuihasc mliibilon and derivatives rhensof for the prevention and/or trcacmenl of rosacea and cupcrosis. 

2. Cosmelic or dcrmaiol osteal ropical prcparalions containinB one compound or a plurality of compounds selected from the croun of NO 
synthase inhibitors and dcrivaqves thereof to- i^w 

4. Use according lo Claim 2, chaructcri^cd in that the pi^jsarations contain at least One antioxidant 

5. Use according to Claim 2. chanicterTzcd in that the prepamlions contain at least one UVA filter and/or ai least One UVB filter and/or at 
least one moiganic pigment ! . * «i. 

f " T ilJf Recording to Claim 2. chanictcrizcd in that the preparanons coniain at least one antioxidant and ai least one UVA filter and/or at 

least one UVB filter andyor at least one inorganic pigment. 



Ci ^- ii« 1 T^^'' °*>nc COTiipound or a pluraliiy of compounds according to Claim 1 . selected from the group of N<3-Tnonoallcy]-L"arBminc, S^, N 
^ -dialfcyl-l^ginine. N"^, N^ -dialkyl-l^arginine, and NG.nitro-L^ai'gininc and dci'ivativcs thereof for the prevention and/or treatment of rosacea 



'-monoal 

ginine, N"^, N" -dialkyl-L-arainine. and N^-nitro-L^ai'«inine nnd dci'ivah'vefi thcrrnf r^r thf, ^rr^^>r^^i^ 

and cuperosis. 

15 



8. ^ Use of cosmetic or dermatological topical preparatfons'according id Claim 2, containing one compound or a plurality of compounds 
selected fronn the group of N^-monoaUeyl-L- 

argminc. 1^. NG-diaUcyl-L-arginine. N^, NG'-diallcyl-L-arginine. 'and NG-nitro-L-argininc and derivatives tliereof for the prevention and/or 
Treatment of rosacea and cuperosis. ' 

^ . Cosmetic or dermatologicai topical preparations accoidfeg tq Qaim 3, containing one compound Or a plurality of Compounds selected 

from the group of NG-monoallcyl-L-argfninc, N^^, N<^-dialkyl-L-argininc, N^^.J^'niiallcyl-L-argininc. and NG-Tiitro-L^arginine and derivatives 
thereof. 

10- Use or preparation accordins to Qaims 7 throtigh characterized in that NG^itro-L-arginine-Tncthj^ ester or N^ 

-nitro-L-arginine^melhyl ester hydrochloride is used. [ 

1 1 . Use according to Claim 8, charactcri^d in that the preparalion^ contain al least one antioxidant. 

1 2. Us<? according co Claim S. characterised in that the preparations contain at least one U VA filter and/or at least one UVB filter and/or at 
least one inorganic pifjnenl. 

13. Use according to Claim 8, characterized in that the preparations contain at least one annoxidanl und at least one UVA filler and/or at 
iea.1t one UVB filter and/or at least one inoTfianie p igment 

14. Use of one compound or a plurality of compounds sclecid fmm the group of NO synthase inhihitoi^ eontoining an arginine grcup and 
derivaiives thereof for the prevention and/or treatment of rosacea and cuperosis. 

15. Use of cosmetic or dermatological topical preparations containing one compound or a plurality of corrqjounds selected ihim the group 
ot NO synthase intuhiiors containing an arginine gixiup and derivatives thereof for the prevention and/or treaiment of rosacea and cuperosis. 

16- Cosmetic or dentjatoJogical topical preparations oontaintng one compound or a plurality of compounds iclectcd from the group of NO 

syntha:*© inhibitors containing an arginine gi'oup and derivatives thereof 

16 . 
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